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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1 . 1 7(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 1 1/3/05 has been entered. 

Claims 1-16 and 33-48 have been cancelled. 

Claims 17, 21, 25, and 29-32 have been amended. 

Claims 17-32 are presently pending and considered. 

Claim Status, Cancelled Claims 
In light of Applicant's cancellation of claims 1-16 and 33-48, all rejections and/or 
objections to such claims are rendered moot, and thus, are withdrawn. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S. C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 17-32 are newly rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 
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Claim 17 recites that the MSC may be administered immediately upon isolation or after 
not more than 3 passages in culture, and that the isolated MSC is further "short-term cultured 
cells". It is unclear how the cells may be administered immediately upon isolation and further be 
short-term cultured cells. 

Claims 18-20 are rejected for depending from a rejected base claim and not overcoming 
the lack of clarity in such base claim. 

Claim 21 recites that the MSC may be administered immediately upon isolation or after 
not more than 3 passages in culture, and that the isolated MSC is further "short-term cultured 
cells". It is unclear how the cells may be administered immediately upon isolation and further be 
short-term cultured cells. 

Claims 22-24 are rejected for depending from a rejected base claim and not overcoming 
the lack of clarity in such base claim. 

Claim 25 recites that the MSC may be administered immediately upon isolation or after 
not more than 3 passages in culture, and that the isolated MSC is further "short-term cultured 
cells". It is unclear how the cells may be administered immediately upon isolation and further be 
short-term cultured cells. 

Claims 26-28 are rejected for depending from a rejected base claim and not overcoming 
the lack of clarity in such base claim. 

Claims 29-32 each recite that the MSC may be administered immediately upon isolation 
or after not more than 3 passages in culture, and that the isolated MSC is further "short-term 
cultured cells". It is unclear how the cells may be administered immediately upon isolation and 
further be short-term cultured cells. 
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Claims 17, 21, 25, and 29-32 each recite that the marrow stromal cells are short term 
cultured cells. However, such limitation is relative and can therefore only be considered term on 
a relative basis. Applicant has not provided any basis in the claims to which such cells are 
considered short term. Hence, the limitation is unclear as to its metes and bounds. 

Claims 18-20, 22-24, and 26-28 are further rejected for depending from a rejected base 
claim and not overcoming the lack of clarity in such base claim. 

Claim Rejections - 35 JJSC § 112 - new matter 

The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 17-32 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. 

Applicant's claims encompass the limitation "short term cultured cells". However, no 
implicit or explicit support is found in the specification and claims as originally-filed to indicate 
that Applicant had possession of such. a genera. Moreover, such short-term cultured cells must 
be short term relative to something else. The Artisan would necessarily find that Applicant's 
claimed limitation was not possessed because the question of whether these cells are short term 
relative to the doubling-time, differentiation time frame, or relative to something else, may be 
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what is encompassed. Hence, the Artisan would necessarily not find that Applicant possessed 
the genera of all short-term cultured marrow stromal cells. 

Response to Argument - new matter 

Applicant's argument of 1 1/3/05 has been fully considered but is not found persuasive. 

Applicant argues that no in haec verba requirement is made for demonstration of 
possession, and further that the specification in teaching three passages in vitro prior to 
administration to an animal, teaches short-term cultured cells (Applicant's argument of 1 1/3/05, 
p. 5, last paragraph). 

Such is not persuasive. First, while no in haec verba requirement is made for the 
demonstration of possession, Applicant's claimed limitation being rejected is not "no more than 
three passages", but instead "wherein said isolated marrow stromal cells are short-term cultured 
cells". Applicant's sole demonstration of any possession is implicit, being that the cells used for 
transplantation were allowed to reach the third passage (EXAMPLES, p. 15, paragraph 1), and 
hence possession of only this implicit embodiment is shown. However, even in this example, 
these cells were cultured for at least three days prior to the argued "short term culture" (Id.). 
Hence, Applicant's argument similarly does not demonstrate possession of what Applicant 
argues they have possession of: short-term cultured cells. Finally, as is shown in the rejection for 
lack of clarity, Applicant's claim limitation is required to depend from something else, being a 
relative term, and Applicant has not shown possession of all such short-term cultured marrow 
stromal cells, as short term is necessarily relative. For example, Applicant has not shown 
possession of short term cultured MSCs relative to the doubling time of a bacterial cell. 
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Applicant argues that the specification also describes periods of in vitro culturing, and 
hence, such provides the demonstration of possession required (Applicant's argument of 1 1/3/05, 
pp. 5-6, paragraph bridging). 

Such is not persuasive. Applicant's claimed limitation is to short-term cultured cells, not 
to various time frames delinated in the specification. Moreover, as is stated above, the Artisan 
would not know which time frames are short-term cultured cells, as such term is relative to 
another parameter, and therefore, varies in time frame well beyond any limits provided by the 
Applicant in the specification. 

Applicant cites various case law, averring that their disclosure demonstrates the required 
possession in the context of the common law (Applicant's arguments of 1 1/3/05, pp. 6-7). 

Such is not persuasive. As is shown above, the Artisan could not ascertain Applicant had 
possession of the claimed genera at the time of filing, for the reasons given. Applicant's 
citations of case law, while relevant actually support the Office's conclusions, because even if 
every nuance is not provided, Applicant must demonstrate possession. 

Lastly, with regard to Applicant's argument that the Examiner suggested the limitation to 
short-term cultured cells, while the Examiner did request Applicant to amend the claims to 
reflect what they argue is the invention (e.g., Official Action of 8/1/05, p. 9), the Examiner did 
not state that they may do so without regard to the requirement to demonstrate possession of the 
invention at the time of filing. 



Application/Control Number: 09/839,71 1 Page 7 

Art Unit: 1633 

For the following rejection, it is noted that Applicant's claims are not limited to only 
administration of the marrow stromal cells, but the composition comprises isolated marrow 
stromal cells. 

Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 17-32 are rejected under 35 U.S.C. 102(b) as being anticipated by Remes, et al. 
(1996) Ann. Med., 28:79-81. 

With regard to each method, Remes teaches that it was well known in the art to 
administer bone marrow, either autologous or allogenic, which is isolated from a patient, and 
inherently comprises bone marrow stromal cells, to a patient (p. 79, paragraph 1) and are 
administered by infusion (ABSTRACT). Moreover, it is clear that the methods are involved in 
treating humans (p. 79, paragraph 1). 

With regard to the claims to treating ablated marrow, chemotherapeutically-ablated 
marrow, and TBI-ablated marrow, Remes directly acknowledges that such is encompassed 
within such treatments (Id.). 

With regard to increasing hematopoeisis, such is the result which is considered to be of 
import with regard to the method, and therefore, hematopoetic stem cells are considered to be a 
better source of such cells (p. 79, col. 2). 
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With regard to rescue or increasing survival of ablated marrows and lethal TBI, such is 
inherent in the method (p. 79, col. 1). 

Claim Rejections - 35 USC § 103 - Anklesaria/Palsson 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

While the rejections of Claims 17-32 under 35 U.S.C. 103(a) as being unpatentable over 
Anklesaria '87, and further in view of U.S. Patent No. 5,635,386 to Palsson, et al., hereinafter 
referred to as "Palsson £ 386" for reasons of record in the previous Office Actions and for reasons 
necessitated by the amendments, as evidenced by Shpall, et al (1997) Annu. Rev. Med., 48: 241- 
51 and Remes, et al. (1996) Annals Medcine, 28 : 79-81, are withdrawn, 

Claims 17-32 are newly rejected under 35 U.S.C. 103(a) as being unpatentable over 
Ankelsaria and U.S. Patent No. 5,635,386 to Palsson, et al, as further evidenced by Shpall, et al. 
(1997) Annu. Rev. Med., 48: 241-51; Remes, et al. (1996) Annals Medcine, 28 : 79-81, Werts, et 
al. (1980) Radiation Research, 81 : 20-30, and Piersma, et al. (1983) Brit. J. Haematology, 54: 
285-90. 

Applicant's claims now contain the limitation that the MSCs are short-term cultured 
cells. However, given that, as has been demonstrated in the record, that the Artisan would 
necessarily expand the number of passages to obtain enough MSCs for transplant, on the basis 
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that the Artisan would routinely do so, it is obvious that those embodiments that met Applicant's 
ambiguous short term culture would necessarily be embraced as obvious when it was important 
to do so to obtain the requisite number of cells from the cells obtained from the donor, (e.g., 
Official Action of 8/l/05,p. 7, paragraph 2). 

The rejections remain the same, however, the Piersma reference is now applied to rebut 
Applicant's arguments that Ankelsaria and Palsson do not demonstrate that any marrow stromal 
cells may be used. Specifically, Applicant's argument is that Ankelsaria demonstrates a specific 
cell strain could be used, and evinces doubt that other MSCs would actually be beneficial in 
treating bone marrow ablations. However, Piersma demonstrates that other MSCs also work in 
treating bone marrow ablations (ABSTRACT; p. 287, paragraph 2; p. 288, last paragraph). 
Hence, Piersma provides specific evidence that at the time of filing the results of Ankelsaria 
were not considered limiting to that specific cell type used by Ankelsaria, but that any MSC 
could be used. It is further noted that the CFU-F, the colonies formed and analyzed in Piersma 
are marrow stroma cells (p. 285, paragraph 1), 

Response to Argument - Anklesaria/Palsson 

Applicant's argument of 1 1/3/05 has been fully considered but is not found persuasive. 

Applicant argues that Ankelsaria teaches away from the invention as claimed, and that 
there exists no motivation in the Art to combine with the teachings of Palsson, because 
Ankelsaria' s cells were transformed with a nucleic acid, which Applicant avers is well known in 
the art to be very different and likely malignant (Applicant's argument of 1 1/3/05, p. 9, 
paragraphs 1-2). 
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Such is not persuasive. As has been discussed throughout the prosecution history, 
Ankelsaria also considered whether these cells were hyperproliferative, but concludes that these 
cells do not exhibit such characteristics, and the transgene is simply a marker which allows 
selection of the cells (e.g., Official Action of 8/1/05, p. 9), and hence such is not the case with 
these cells. Moreover, Applicant's claims do not preclude the use of cells transformed with 
nucleic acids in the first place. Lastly, given that Ankelsaria demonstrates treatment with MSCs 
in a mammal, as is shown throughout the prosecution, and the fact that Palsson also teaches, as 
evidenced by Shpall and Remes, that such MSC therapy was already well established in the art, 
the Artisan would not recognize Ankelsaria as teaching away or being so distinct as to not be 
applicable art in an obviousness-type rejection (Official Action of 8/1/05, pp. 5-12). 

Applicant argues that short term cultures are inherently different from that of long term 
cultures, and therefore, Ankelsaria is inherently different and not applicable to the rejection at 
hand (Applicant's argument of 1 1/3/05, p. 9, last paragraph). 

Such is not persuasive. Applicant fails to understand that Ankelsaria is not used in as an 
anticipatory reference anymore, but as an obviousness-type rejection, in light of Palsson and as 
further evidenced by the art. Simply put, Applicant has failed to demonstrate how (i) Ankelsaria 
is so distinct from Applicant's disclosure, and (ii) how, given the fact that the art already knows 
how to isolate such cells and expand them, as shown in Palsson and further evidenced by Shpall 
and Remes, how Applicant's invention is novel and non-obvious over the rejections applied. 
Simply averring that these cells are different, and therefore not applicable, especially given that 
the Art already isolated and used the same cells to effect the same methods, does not provide the 
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structure and steps to make the methods distinct and show what is required to overcome the 
rejection. 

Applicant argues that the Examiner has failed to address that Applicant's invention is 
actually non-transformed cells (Applicant's argument of 1 1/3/05, p. 10, paragraph 1). 

Such is not persuasive. First, as has already been stated in previous rejections, 
Applicant's claims are not drawn to non-transformed cells. Second, the Examiner has 
thoroughly addressed the fact that these cells are not "immortalized" but simply transformed for 
easy isolation (Official Action of 8/1/05, pp. 6-7, paragraph bridging). Third, Applicant has not 
shown that these cells are transformed in the terms of being immortal, or even shown why such 
is so distinct, given what was already known in the art, that it would not be obvious to make the 
claimed invention. Applicant appears to be belaboring the same points, and no progress is being 
made. 

Applicant argues that Ankelsaria indicates that at the time of publication it was not 
known if other marrow stromal cells would similarly engraft and support the regeneration of 
blood cells, and therefore, Ankelsaria is not enabling of other stromal cells (Applicant's 
argument of 1 1/3/05, p. 10, paragraph 2). 

Such is not persuasive. Ankelsaria alone is not required to be enabled at the time of 
publication, but in view of the prior art at time of Applicant's filing, when combined with the 
other art used in the rejection. Basically, by Applicant's argument, Applicant has shown one 
other cell that supports the same method disclosed by Ankelsaria, and therefore, they get the 
whole genus, while Ankelsaria gets only what is disclosed, at the time of Applicant's disclosure. 
Such is incorrect, particularly given that Palsson, as further evidenced by Shpall and Remes and, 
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more imporantantly, by Peirsma, had shown that these same cells were well known at the time of 
invention to apply to more than Ankelsaria's cells, but instead to any MSCs (Official Action of 
8/1/05, e.g., p. 10, paragraph 3). Therefore, Ankelsaria and Palsson, as further evidenced by 
Shpall and Remes, at the time of filing was certainly enabling of the claimed invention. 

Applicant argues that the Examiner is combining teachings of bone marrow stromal cells 
with those of hematopoeitic stem cells to render the invention obvious, and such is improper for 
the rejection under obviousness. Applicant avers that such hematopoeitic stem cells have the 
ability to differentiate into blood cells, whereas bone marrow stromal cells are at least multi- 
potent, and therefore, there is motivation to combine teachings (Applicant's argument of 1 1/3/05, 
p. 10, paragraph 3-p. 11, paragraph 1). 

Such is not persuasive. First, Applicant is arguing that hematopoeitic stem cells are more 
limited than bone marrow stromal cells, and therefore, the stromal cells would not differentiate 
into hematopoeitic cells. This is not consistent, as broader abilities to differentiate do not 
exclude the possibility to differentiate into hematopoeitic cells. Second, as shown by Ankelsaria, 
and further shown by Palsson, these cells may be used in humans, as further evidenced by 
Shpall, Remes, and particularly by Peirsma. Hence, the motivation to combine teachings is that, 
from Applicant's arguments, Peirsma demonstrates it was well known in the art that any MSC 
could be used, and is not limited to those of the cell line of Ankelsaria. 

Applicant argues that Palsson does not teach administration of bone marrow stromal cells 
to a mammal (Applicant's argument of 1 1/3/05, last paragraph). 

Such is not persuasive. Palsson teaches that the disclosed cultures provide for improved 
methods of bone marrow transplantation (ABSTRACT). Moreover, given what was known in 
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the art at the time of Applicant's invention, it was obvious to use the marrow stromal cells, 
whether cultured for expansion, or administered upon isolation, as further evidenced by Shpall, 
Remes and Peirsma. Such expansions are considered trivial in the art and simply depend from 
how many cells you have to start and how many you wish to transplant. 

Applicant argues that Palsson teaches that the marrow stromal cells may or may not be 
present in the cultures of the invention, and that therefore, Palsson only teaches hematopoeitic 
stem cells, optionally containing MSCs (Applicant's argument of 1 1/3/05, p. 12, paragraph 1). 

Such is not persuasive. Palsson teaches marrow stromal cells may or may not be present, 
but the art further demonstrates that marrow stromal cells may be used, as evidenced by Shpall, 
Remes and Peirsma. Moreover, Applicant has not excluded hematopoetic progenitor cells from 
the claims. Simply put, in either case, it was well recognized in the art that the marrow stromal 
cells could be used to regenerate marrow, and Peirsma particularly answers Applicant's 
questions as to whether the results of Ankelsaria were limited to Ankelsaria's invention: Peirsma 
teaches another animal, and another cell. It is clear that all of Applicant's lack of expectation of 
success is overcome by Peirsma. 

Applicant again argues that Ankelsaria is limited to its teachings, arguing against 
reasonable predictability at the time publication of Ankelsaria (Applicant's argument of 1 1/3/05, 
paragraph 2). 

Such is not persuasive. As has been argued above, Ankelsaria, as further evidenced by 
Peirsma demonstrates that at the time of Applicant's invention, there was a reasonable 
expectation in the art for any MSC to be used. 
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Applicant takes issue with the Examiner's assertion that if two references disclose the 
same thing at the same time, they necessarily enable the same amount of subject matter, arguing 
that bone marrow stromal cells are different from bone marrow transplantation (Applicant's 
argument of 1 1/3/05, paragraph 3). 

Such is not persuasive. Applicant's argument is misplaced as Ankelsaria did not use 
bone marrow transplantation, but instead used marrow stromal cells (Ankelsaria, ABSTRACT). 
Moreover, as demonstrated by Peirsma, Applicant's arguments concerning reasonable 
predictability are overcome because Peirsma demonstrates the method applicable to any marrow 
stromal cells, and not just the cell line of Ankelsaria. 

Applicant argues that Palsson does not overcome the problems with Ankelsaria, because 
Palsson is limited to long term cultures (Applicant's argument of 1 1/3/05, p. 13, paragraph 1). 

Such is not persuasive. Applicant's definition of long-term is still at issue, and it is not 
clear what short-term actually means. Moreover, Palsson simply is not used to demonstrate long 
term culture, but to demonstrate that the methods were used in humans, and even to the point that 
improved sources of the cells is being supplied. Further, going back to short term cultures, it is 
clear from Applicant's own disclosure, that the cells are previously passaged before the three 
passages of MSC is used (Applicant's EXAMPLES). Hence, what is long term or short term is 
ambiguous at best. 

Applicant broadly avers that the teachings cannot be combined, characterizing the 
teachings as not teaching the administration of bone marrow stromal cells (Applicant's argument 
of 1 1/3/05, p. 13, paragraph 3). 



Application/Control Number: 09/839,71 1 Page 1 5 

Art Unit: 1633 

Such is not persuasive. The teachings demonstrate that it was well known in the art to 
perform such transplants, and that the cells comprised MSCs. Moreover, the newly-cited 
reference of Peirsma demonstrates that MSCs in general could be used alone, rather than 
mixtures of cells. 

Applicant argues that bone marrow transplantation is not the same as marrow stromal cell 
transplantation, and therefore, the Art cited does not obviate Applicant's invention (Applicant's 
argument of 1 1/3/05, pp. 13-14, paragraph bridging). 

Such is not persuasive. Applicant's argument is inconsistent with the language of the 
claims. Applicant's claims encompass administration of bone marrow, as long as it comprises 
marrow stromal cells, and may be cultured up to three passages. Moreover, the Examiner hopes, 
Applicant now understands that the Art at the time of filing demonstrates that the Artisan would 
have found Ankelsaria (as evidenced by Peirsma) to be enabled for more than the cell type used 
in Ankelsaria. 



Note to Applicant 

Applicant appears to believe that their disclosure of essentially the same thing as 
Ankelsaria enables their invention at the time of invention, with a breadth of many species and 
cell types, but that Ankelsaria' s invention is not obvious for any more than what is shown in the 
reference itself, at the time of Applicant's invention. On the hand, the Examiner believes that the 
art sufficiently demonstrates those aspects claimed by Applicant are enabled by the Ankelsaria 
reference. Further to this point, if two references disclose the same thing at the same time, they 
necessarily enable, and therefore provide a reasonable expectation of success for the same 
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subject matter. The Examiner has demonstrated that bone marrow transplants were known in the 
art, that the stromal cells were the reasons for such transplants, and that other references 
recognize the utilization of stromal cells in, inter alia, humans, even to the point of suggesting a 
different source for equivalent cells (i.e., peripherial blood). Such suggestion and application of 
a different source would not be made if the Art did not have the field pretty well characterized. 
Moreover, with regard to the differences in Ankelsaria, those differences between Ankelsaria and 
Applicant's disclosure encompass such structure that would not be detrimental to a reasonable 
expectation of success (i.e., the transformation yielded cells with equivalent function). 
Moreover, the whole of the Palsson reference takes for granted that these cells are used in such 
methods of transplantation. Hence, the only conclusion that can be reasonably made by the 
Artisan is that Applicant's claimed methods are obvious. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Robert M. Kelly, Art Unit 1633, whose telephone number is 
(571) 272-0729. The examiner can normally be reached on M-F, 9:00am-5 :00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Dave Nguyen can be reached on (571) 272-073 1 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Application Information Retrieval (PAIR) system. Status information for published applications 
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